= Trile: A COMPOSITION FOR INDUCING HUMORAL ANERGY TO AN IMMUNOGEN 

t ' • COMPRISING A TTELI. EPITOPE-DEFICIENT ANALOG OF THE IMMUNOGEN 

CONJUGATED iM^NIMMUNOGENIC VALENCY PLATFORM MOLECULE 

Inventor: Stcphei|^^PuTTS et at. 

Applicauon No.: ^i^ssigned 

Docket No.: 25231200602 

Sheet lorn 



e 
m 



9 
ru 

ss ; 



a 



rvi ^ 

S S 

^ 

UJ UJ -J 

i 4« 4» s 

K irf 7 T 




T — r 



S S 8 S 

rf CO cvJ T- 



0001 X 09S eoueqjosqv 



Title: A COMPOSITION FOR INDUCING HUMORAL ENERGY TO AN I^^^^^ 
COMPRlSINii^T CELL EPITOPE-DEFICIENT ANALOG OF THE IMMUNOG^W 
CONJUG A^Bb A NONIMMUNOGENIC VALENCY PLATFORM MOLECl^^ 
Inventor Si^Hm. COUTTS et al. 
Application N^To Be Assigned 
Docket No. -.25231200602 



Sheet 2 of 11 




xepul uogBinuji^s 



Title: A COMPOSITION FOR INDUCING HUMORAL ANERGY TO AN IMMUNOGEN 
COMPRISING A T CELL EPITOPE-DEFICIENT ANALOG OF THE IMMUNOGEN 
CONJUGAT^^k NONIMMUNOGENIC VALENCY PLATFORM MOLECULjf 
Inventor. Step^HfcoUTTS et al. 
Application No^TOe Assigned 
Docket No.: 2523 1200602 

Sheet 3 of 11 



oa:<» 

UJ Q2 

ouua 
uio3 

(O 








O 

m 




D 
H 








s 

Q 




m 
m 

3 . 

m 





3(0 
•3.^ 



ui 

(0 



0|ig 100 Jig lOjig ioom iOng 

(Saline) L-42-a-EK L-53-a-EK 
DOSE OF TOLEROQEN Oig/MOUSE) 

FIG. 3A 



200 
180 
160 
140-1 
120 
100 
80 
60 
40 
20 
0 



B 




t 




OM 100 ng 10 ug lOOng lOjig 

(Saline) L.42-a-EK L-53-a-EK 
DOSE OF TOLEROQEN (jifl/MOOSE) 



PIG. 3B 



Title: A COMPOSITION FOR INDUCING HUMORAL ANERGY TO AN IMMUNOGEN 
COMPRISING A T CELL EPITOPE-DEFICIENT ANALOG OF THE IMMU^GEN 
CONg[fc|ED TO A NONIMMUNOGENIC VALENCY PLATFORM MQ^Ble 
Invei^^Ahen M. COUTTS ei a). 
AppiinB^No.: To Be Assigned 



AppiinB^o.: To Be Assigned 
Docket No,: 25231200602 



Sheet 4 of 11 




FIG. 4 



Title: A COMPOSITION FOR INDUCING HUMORAL ANERG Y TO AN IMMUNQGEN 
COMPRISJ^^T CELL EPITOPE-DEFICIENT ANALOG OF THE IMMUNO' 
CONJUG^^lo A NONIMMUNOGENIC VALENCY PLATFORM MOLEO 
Inventor: I^PM. COUTTS et al. 
Application No.: To Be Assigned 

Docket No.: 25231200602 ^ ^ 

Sheet 5 of 11 



IMUNOGEh 
.EC^^B 



(•a'STUBew)uirues 
KIM I W pJepuBisjo % 




QOueieAinba it1 



Title- A COMPOSITION FOR INDUCING HUMORAL ANERG Y TO AN IMMUNOGEN 
COMPRISINC^KELL EPITOPE-DEFICIENT ANALOG OF THE IMMUNOGENg— 
CONJUGAT^B^NONIMMUNOGENIC VALENCY PLATFORM MOLECUL^ 
Invenion SteplH^OUTTS el al. ^ 

Application No.: To Be Assigned 

DocketNo.: 25231200602 Sh«t 6.f II 



T Cell Proliferation Induced by Mellitin Peptides 



2 
S 



e 



g5 2000 



e 

8 

s 



1000- 




X 



Conirol 



PepUde 



FIGURE 6 



Tide: A COMPOSITION FOR INDUCING HUMORAL ANERGY TO AN IMMUNOGEN 
COMPRISING 
CONJUGATjf 
Inventor. Ste H 

Application No!TO Be Assigned 
Docket No.: 25231200602 

Sheet 7 of 11 



IMPOSITION FOR INDUCING HUMORAL ANERGY TO AN IMMUNOGEN 
N^y" CELL EPITOPE-DEFICIENT ANALOG OF THE IMMUNOGE^^ 
TJ^^\ NOKIMMUNOGENIC VALENCY PLATFORM MOLECU]^^^ 
ej^HcOUTTSetal. 
I N^^Be Assigned 




^ — ^ — " * V 



serum dilution 



FIGURE 7 



Title- A COMPOSITION FOR INDUCING HUMORAL ANERGY TO AN IMMUNOGEN 
COMPRISIiififcA T CELL EPITOFE-DEFICIENT ANALOG OF THE IMMUNOGM^ 
CONJUGyd^fco A NONIMMUNOGENIC VALENCY PLATFORM MOLEC^^B 
Inventor: j^Mvf. COUTFS et al, 
Application^: To Be Assigned 

Docket No.: 2523 1200602 ^ ^ 

Sheet SofU 



jgQ gerum clrcuiatlng level« to MeUttJn 



1 

I 




Form. Suffof 
Conjugate 2 



serum dilution 

FIGURE 8 



Title: A COMPOSITION FOR INDUCING HUMORAL ANERGY TO AN IMMUNOGEN 
COMPRISl^A T CELL EPITOPE-DEFICIENT ANALOG OF THE IMMUNOQ 
CONJUC^^krO A NONIMMUNOGENIC VALENCY PLATFORM MOLEg 
Inventor^^H M. COUTTS et al. 
Applicatio^R: To Be Assigned 
Docket No.: 25231200602 

Sheet 9 of 11 



sI QGEN 



150 n 



o 

D 
Nl 

y! 

e 

9 
ru 



ru 



>- 

Q 

o 

CD 
I- 

^ _J 

LL -J 

O 

DCO 

UJ CD 
CD Z 

^ o 

UJ u. 

> 

-J 
LU 



100 



50 - 



X 



FORMULATION 
BUFFER (CONTROL) 



CONJUGATE 2 



TREATMENT 



FIG. 9 



V 



Title: A COMPOSITION FOR INDUCING HUMORAL ANERGY TO AN IMMUNOGEN 
C0MP8 
CONJlj 

Application No.: To Be Assigned 
Docket No.: 25231200602 

Sheet lOofU 



: A COMPOSITION FOR INDUCING HUMORAL ANERGY TO AN IMMUNOGi 
IPR^HA T CELL EPITOPE-DEFICIENT ANALOG OF THE IMMUNOGEN 
rjli^B> TO A NONIMMUNOGENIC VALENCY PLATFORM MOLHH 
mfl^ffcn M. COUTTS et al. 
icalion No. : To Be Assigned 



igG serum circulating Ab to Peptide 5 



0.4 





sarum dilution 



FIGURE 10 



Title: A COMPOSITION FOR INDUCING HUMORAL ANERGY TO AN IMMUNOGEN 
COMl^SING A T CELL EPITOPE-DEFICIENT ANALOG OF THE IMM^I^EN 
COI^^^ED TO A NONIMMUNOGENIC VALENCY PLATFORM M^^KLE 
Inv^^BBphen M. COUTTS et aL 
Applicauon No.: To Be Assigned 
Docket No.: 25231200602 

Sheet 11 of 11 



o 
o 



o 

I 



5k 



CD 

■ 

CO 

<■ 



CM 

X 

M 

QC 



<5 
o> 

§ 

o 

c 
1 



>< 

2 

» 
C 



I 

O 
O 

o 

X 



CM 



I 




o= 



X 

z 

o 

X 



X 

o 



ft 



X o o 

CIO O 




x"x"x^£. 

II 11 tl li 

cc cc cc cc 



CVJ CO 

If 
o o 

c e 



^ in 

I g 

o o 

c c 

11 



CO 

tl 

o> 
2 

I 

c 



5 



"O 

•o 

01 

c 
o 

£ 
o 



.3 

x: 
as 

3 
O 



T3 

o 

to 
;o 

Q. 

0) 

c 

i 



D 

H 



